Sir, In 1948, Kety and Schmidt 1 were the first to report a generalized reduction of cerebral blood flow (CBF) associated with hyperventilation-induced alkalosis in young men. It is known that hypocapnia and resulting respiratory alkalosis may be either produced by voluntary hyperventilation or a secondary manifestation of a wide range of well defined pathological conditions. Dynamic stress (skeletal muscle exercise), fever, high altitude, hyperthyroidism (thyrotoxicosis), heart failure, pulmonary insufficiency, diabetes (acidotic state) and many pharmacological agents (salicylates, analeptics) may all produce hyperventilatory states as a secondary manifestation, sometimes with hypoxia, sometimes with hypercapnia, and frequently with hypocapnia. 2 The literature on metabolic and circulatory effects, particularly regional blood flow (including regional cerebral blood flow-rCBF) changes, is contradictory and confusing. demonstrating that men exposed to high altitude for 3-5 days have higher levels of CBF than those at sea level at the same pCO 2 . Furthermore, during prolonged arterial hypocapnia in dogs or humans, CBF initially decreases but later tends to rise towards values that, under the experimental conditions described by Raichle ef al., 9 correspond to a normal pCO 2 .
In summary, it appears that reduced CBF under hypocapnia and alkalosis is generalized, not focal. There is so far no experimental evidence to suggest that regional differences exist. Our data, shows regional CBF abnormalities, particularly severe in the brainstem of patients with ME/CFS and not in major depression. Although we did not measure end tidal CO 2 in the individuals enrolled in our study, 10 none of them (normals, ME/CFS, depressed, epileptics) was, at clinical observation, obviously hyperventilating immediately before, during and after the intravenous injection of the radiotracer and performance of the single photon emission tomographic acquisition (45 to 60 min in total). Using a Hyperventilation Questionnaire based on the original Nijmegen Questionnaire, 11 we found no difference in the frequency of historical episodes of hyperventilation between our samples of ME/CFS and major depression patients. The incidence of proven hyperventilators amongst patients with ME/CFS has been reported by Saisch ef a/.
